A 67-year-old woman with a history of thyroiditis presented with recent intermittent epigastric pain and nausea. Hyperamylasaemia, oedema of the pancreas, and high serum levels of lipase and CA 19-9 were found. Xerostomia and dry eyes developed later, accompanied by an abnormal Schirmer's test. The diagnosis of Sjogren's syndrome was confirmed by increased anti-Ro and anti-La antibodies and the histological findings of parotid gland biopsy. Two additional cases of Sjogren's syndrome with elevated serum CA 19-9 are also described. These observations of elevated serum lipase and serum CA 19-9 in Sjogren's syndrome without evidence of malignancy may reflect pancreatic involvement in this disorder.
Pancreatic involvement in patients with Sj6-gren's syndrome is usually subclinical or expressed as acute or chronic pancreatitis.IA This report describes three cases of Sjogren's syndrome with elevated serum levels of CA 19-9 in whom malignancy has been excluded at the present time.
Case reports
Case 1 A 67-year-old woman had had thyroiditis 16 years ago accompanied by an elevated erythrocyte sedimentation rate (ESR), the presence of antithyroid antibodies, and decreased iodine uptake. She subsequently developed hypothyroidism and has been maintained on thyroxine supplement. Six years ago she experienced an episode of acute epigastric pain accompanied by hyperamylasaemia of 300 Units. Blood count, serum lipids, liver and renal biochemistry were normal. Abdominal ultrasonography was normal but abdominal computed tomography (CT) scan suggested a swelling of the lower part ofthe head ofthe pancreas, suspected to be a mass (figure 1). The endoscopic retrograde cholangiopancreatography (ERCP) was normal. CT-guided pancreatic biopsy revealed normal pancreatic tissue with few inflammatory cells. Even after becoming asymptomatic, serum amylase and lipase were sustained at levels of twice the normal values. Yearly follow-up abdominal CT scans were normal with no evidence of pancreatic pathology. Repeated tests for CA-125 and CEA were normal, but an increased CA 19-9 level of 79.1 U/ml was found (normal range 0-37). Colonoscopy and upper endoscopy were normal except for mild gastritis. Recent dryness of the mouth and eyes with a positive Schirmer's test developed. Salivary gland biopsy disclosed mild multifocal chronic inflammation compatible with sialoadenitis of Sjogren's syndrome (figure 2). Serum IgG was 24 g/l and no paraprotein was found. Complement proteins C3 and C4 were also normal. Antinuclear antibodies were detected at 1:160 dilution, antithyroglobulin antibodies were 1:6400. Anti-Ro (SSA) and anti-La (SSB) antibodies were positive.
Case 2 A 50-year-old woman presented with recurrent arthritis, oral and ocular dryness, and 5 kg weight loss. Examination revealed signs of arthritis and effusion in both knees. Blood count, biochemistry (including diastase and lipase) were normal with an ESR of 35 mm after one hour. Antinuclear antibodies and C3 were normal. Serum IgG was 20 g/l. Latex fixation test was positive at a dilution of 1:320 and Rose-Waaler at 1:8. Schirmer's test was markedly abnormal while the anti-Ro and anti-La antibodies were negative. Serum CA 19-9 was 100 U/ml and CEA levels were normal. Abdominal ultrasound and CT scan excluded liver, pancreatic or biliary pathology and barium contrast studies of the upper and lower gastrointestinal tract were normal. The patient's clinical and laboratory findings are consistent with primary Sjogren's syndrome. Following treatment with oral prednisone she gained weight and after 6 months ESR and serum levels of CA 19-9 returned to normal.
Case 3
A 34-year-old woman had suffered from xerostomia and ocular dryness, autoimmune chronic active hepatitis, recurrent pericarditis, and pancreatitis for the previous 10 years. A diagnosis of Sj6gren's syndrome was supported by the presence of antinuclear and anti-Ro antibodies. She was admitted several times for severe hyponatraemia due to either inappropriate antidiuretic hormone secretion or compulsive water drinking. Later, new symptoms emerged including orthostatic hypotension and neurogenic bladder leading to urinary retention and recurrent urinary infections. This autonomic neuropathy was successfully treated with fludrocortisone. She has also experienced episodes of diarrhoea and weight loss. Serum CA 19-9 was 89 U/ml while CEA was normal. A thorough work-up which included abdominal ultrasound, brain, chest, abdominal and pelvic CT, and endoscopic examination of upper and lower gastrointestinal tract did not reveal any pathology.
Discussion
Elevated serum pancreatic enzymes may grossly reflect the damage to the pancreatic parenchyma induced by the inflammatory process. Elevated levels of pancreatic amylase isoenzyme have been found in Sjogren's syndrome, especially in protracted disease. However, salivary amylase was found to be decreased, probably reflecting a state of hyposecretion of the salivary glands. 5 6 CA 19-9 is a known tumour marker used for detection and follow-up of abdominal epithelial tumours, especially pancreatic adenocarcinoma. It is detected by a monoclonal antibody that recognises certain carbohydrate groups newly shed from the surface of the pancreatic cells by the action of abnormal glycosyltransferases which are activated during oncogenic transformation! The specificity and senCauses of serum CA19-9 elevation tory process may lead to accumulation of the antigen due to obstruction of the pancreatic ducts. The role of the inflammatory process in increasing CA 19-9 levels is supported by the fact that the CA 19-9 level returned to normal in patient 2 following treatment with prednisone, which probably reduced inflammation within the pancreatic parenchyma. CA 19-9 has been detected on mucin of salivary glands,"' but so far no association has been described with inflammation or a malignancy of the glands.
